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JPO and are not respons3.ble for any 

daHtsaes caused by the use of this translation. 

1 , This document has been ti'ansiated by computer. So ihe translalion may not reflect the onginai 
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2. **=f=f< shfHvs ilio wonl which can not be transMed, 
3 hi the drawings, any words are not teanslated. 



CLAIMS 
(Claim is)] 

[Ciaini 1 ] ]~he niatuifacturing metliod ofihe granular covering phannaceiuical prcpamtit'D which is the 
raanufacturing method of the granulai' covering pharmaceutical preparation nhich comes to cover the 
particle which contairis [ two or more sorts of support ] a drug for the melting point of this support in 
Imih (..nics. and inciuJes the followiiig processes at least. 

t; ! IK> p!.x\"ss w liicli cools and ttbtaius single co\'ei in'j. phaimaccutka! prcparatiou after mixing the 
particie ctMViaining a drug with siippori wiih the h5ghe^t melting point at the tcmpeiature more than this 
melting pouit aniong two or more .sortt; of support. 

b) riic procei.;> which cools and obtains duplex coxering pharniaceiilical preparation after mixing the 
dingle cox eriiig pharmaceutical preparation obtained by a ai titc temperature of more than the high 
melting point and under the highest melting point to the 2nd of snpi^ort with the 2nd highest melting 
point, and two or more sorts of support of two or more sorts of support. 

c) The process cooled and coxered after support furthermore mixes next three or more kinds of duplex 
cox fuag pfiarmaceuticaL preparatiori ohiamed bx o at Uv tcnipcrjturc of under the melting point of 
support with the high molting point, and tiie support covered more than the melting point of that support, 
and just before in a ccitain case, the process which performs tiiis process repeatedly if needed one by 
one below. 

[Claim 1] 'fhe manufacture approach according to claitn I that the uicUing point of two or more .^orts of 
support IS 40 degrees C - 90 degrees C. 

[Claim -'I I he muuufacuuc approach according to claim 1 or 2 that the difference of the melting point of 
two or more sojts of support is 10 degrees C or more respectively, 

[Claim 4] i manufacture approach according to claim I to 3 that two or more sorts of support is 

XN aier-insoi uble nature. 

f Claim 5] The manufacture approach according to claim 1 to 4 that two or more sorts of support is fats 
and oils. 

[Cliiim 6| 'I [5c mijnulaciurc approach according to claim 1 to 5 that support tx\o sorts, ea.stor bean 
hardened oil and rapc^oed haidcuLxl oil. 

[Claim 7] fh^ manuf.uturc approach accoidnig fo claim 1 to 6 dial all the particle diautetcr of the 

P^nUele atte support covering is 850 niieromeicrs or less, and a thini, 500 micrometers or moic is | a 

tiling (5"i. o\ le^'s of total \^.e!ghi uud 75 micrometers or less) j 10% or less. 

\i lami 8] i he n^anufacimc approach according to claim i to 7 that the total amount of cox Ciiiig oi 

s\ippi..rt the h) 1 1 (i wcigiu section to the particle 100 weight section containing a diug. 

[Ci'um 9] i iic manuiacluie approach according to claim 1 to 8 which in the drug \\ith which a drug 

presetiis the itnpieasant tasie, 

ICidim 101 The ntanulacture appioach accorJui;: i.-^ L.am: thr.: m.- unpkasani ia5>le is bitterness jciaim 
11 1 'l he inanufaLiure approach according to claun 1 to 8 of eomuig to choose a drug fiom iOMtaujxcin, 
milnacipran hydrochloride, and hydrochioric-acid ceftizoxime ARA Pi BOKi SHIRR 
fC'aim 1 2! A drug is hydrochioric-acid ceftiyoxime ARAPIBOKISHIRU and it is Japanese 



JP2.003-277252,A [CLAIMS] 



j,;ha!m'iL'o|X't*n General test Procediu-cs. Dissolution tetit The iiiaiuifacli^ie appioach ijvxordinu to claim 
! !vi S tUauictcu/cd ciuUng 75% or more ofthe colV^^a <^'' i -Arw^ ir iO fTiiuiUL-^^ m the 2nd 'aw 
jC'liJin I"^] {.hanuldi covcuny pliarina*.cuiit.al piop.''ia; v^-ul,: i- tl c Jianulas ceveiiuL' phanji.ioeijticai 
pjcjxuauon which conies lo cover the particle contains a drug for wo or more soni> of v,uppciri sn 

order witli the high melting point of this support, and can be manufactured throtigh the foilowing 
processes ai least. 

al The process \^ hiLh C'.)ois and .'ibtains imyk covering phai'maccuticai preparation after mixing the 
p;rtaic contairtutL a uruy wtili support with the highest melting point at the temperature more than this 
melling p^'ini anioiiu twi* oi niorc.ioits <,if support. 

b) Tilt; p]0ce6> which ctxiis and obuuns duplex covering pharmaceutical preparation atkr mixing the 
ittngle covering t^harnaccmical preparaUnn obtained by a at the temperature vfmoie than the high 
jnoiung point and under the higliest melting point to the 2nd of support with the 2nd highest melting 
point, and two or more sorts of support of two or more sorts of support. 

c) The process cooled and covered after support furthermore mixes next three or more kinds of duplex 
' oKCi ing plianhr.ceiifK-aJ preparation obtained b> b .'i the lempcralurc of under the -nelting poiul oi 
s.spport \c!th ihc h gh mehing point, inj .he ^..piwi L^nejcd mote ihan the nieiiuig poini o! thai ■support, 
aiHi ju'^! hctbie !n a Leriam oa^c, the process which perfornL-s this process repealed!) if needed one b> 

\CL\im . \ I Pharmaoeuucal Dteparation according to claim 13 whose support is two sorts, castor bean 
hardened oil and rapesecd hardened oil 

[Claim I5j I'hurmaccuiu ai piefxuatjon given m either of eUrms 1 3 or 14 to winch it comes to choose 
drugs Irom rokitamycin. irihiacipian bwifochloride, and h\ Jioclilonc-aLM ceiti/oxuric 
ARAPlBOKlSiOKU. 



[Translation done.] 
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dEsiaages ciauEied ny the use of this translation. 

I. This dociuncnt has been translated b> computer. So the translation may no\ reflect the original 

precisely. 

2 * - =f=.v g[-jows the word which can not be translated. 

3 .In t he drawings. -any words are not translated. 



DIM \!i i:D jH.N(1<I(Mi(>N 

j!.)eiailed Oescnpiion ol the Invention] 
|1' iekl of: the hiventionj 

j 1*00 f J 1 Ills in\ ention relates to the manufacture approach of granular covering pharniaceiitiea! 
pK p.MMiion of inakmg bard to be influenced effect on the drug from an <^xteraal environment, and 
smprov ing unpleasant tastes, such as bitterness, a pungent condiment, and sweet taste, and improving 
i:dpi nature, and its granular covering phannaceutical preparation, by covering tlie particle containing a 

drug. 
fOO021 

f Description of the Prior Granular pharmaceutical preparation, such as dry-syrups ^^^th a large 
5>pi.c!ric '^u! fatv? aica powder, and a fuie grain agent, tends to be influenced ftom an cMornai 
Cii^ ii nihit It mJ sctisitne m the tasie, and recipe nature gets ven h.td when a mni' has an uiiplc<Hant 
ta,sio (btUctno^s. .1 pun<jenl condiment, an astringent taste, mid an unpleasant smell are nvluded). 
EspeoaUy, the pu)Mcm of compliance, such as medication difficulty, occurs m the pharmaccuticai 
picpauition for chjivhen Although dry s>tups and a tine grahi agent are chosen from the ^implicit; of a 
lormula and recipe as dosage forms for children in many cases, there is little what has controlled 
exsoiption of the unpleasant taste of a drug enough, and the present condition is adding and carrying out 
taste suasking of perfume or (he sweetners. 

\()V,W>] {\v^M'nnona\\\ , in drugs, the approach of covering a high polymei" on the surface ofa particle is 
[>-j!noii as 'ii! 'ippioacn 1 1 makaig the taste ol ihc maucr '.-.hich l\5s cm unplcvit.an( table mitigating I oi 
example, nhcn u'^ip.g vvatci soluhle polyiuLf matlci. such as h}drox>prop\lceilu!oso, and a daig is easily 
dLssohabie iv waici, as for infjltration of the drug to a covering film hont Wuw and a Uuig unstable m 
waicK {he iall o! ici!\ily ma> take place, moreovei. the case where wator-msohihlc naluic high 
polymejs, such as ethy! ceHulose. arc used an organic solvent iKing it (,!P.2-*^6^ 1 6. \) - a maskmg 
elfect ma\ uoisen b> shift of the drug to the inside ofa solvent, and even si it concidcis use of an 
organic sol\ em fioni the field of effect b> the environment, it has dangei. si;ch as c-\plosK>n and 
Knition, preferubh. Moieo\er. ^meu ibc adhesion in innct moutli is accompanied by the feeling ofa 
iough deposit !fom the coidlgaratiou alsc m a waler-insoiiible nature high polymer when using the water 
.i-ilublo po!sm.;t i!iauc\ iiciihct has dosn-ablc recipe nature 

f()o;)4| in o:de! k. ^-o[\o these problems in recent years, the approaches (JP.i -287021 .A. .IP.2-96516A 
.!P, \ "00X2 L.l oic } of c(.)Ohng back and covering which carried out melting wotc developed b> heat- 
heuf.nij lac ii^v-rielt pinni pvtmlmaUci ( uapartsc'e fion* face ilowevei. ifii is uoing lo iieighten a 
iiia.-<k}:ig cifcci also h\ this appu>ach, ^.^•>^tlct ul \h.' er • ^: ,,^mi and the cMliK'! must he controiied 
.1-- 'lUKh possible, dieitfoie a C^VC) uiu f.aU 'v-c -nios thiclv, and tiicje aie pi<.ib}cra,s, such as necdiug 
lb/ i'Hs'-melt puim pomi mattei um .i larcj qj ^:u!iv as a result, or having a bad mOuence on the qualit> 
pi>>dut.v,, srch a,' tlunun delay and an < Kreni.'iu in an aggregate. Thereibre, the present approach of 
coexisience ol quahtv and maskinti; is inadequate, 
100051 

fProblcmts) w he Solved b>' the hneutionj It is the purpose to oiTet the nunmfacture approach of 
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uKJuuiar cv\ cang plidruiac, utical ]irv,parat!on that this invention \\as excelleiU in roclpc ikUuic. p-<i:Tript 

ohuion nas iuoK'inci shown and aKsojptton 'n th.- was .Usu «.'\fv;i[en{ 

[0006] 

j ^'it.Mij'. ioi So!\ iny [lie Pioblcml in order to solve said teclinicai piobiem, as a rcsuit of mL>Uiruig 
vsholeh carted ly. this invention person is the miUTuraettirmg method of the granular covering 
pharnnccuiical preparation which comes to cover the particle which contains I two or more sorts of 
siippoH j a drug for ihe melting point of this support in high order, mal found out the manufacturing 
niftliod oi the granular covering pharmaceutical preparation which inckidcs the process of the Ibiiowing 
<!b at least. 

a) I ho procost. which cools and cvbtains single covering pharmaceutical preparation after mixing the 
P^wiiclc cojitaining a Jmt, \^ ith buppoU with the highest melting point at the temperature more than this 
melting poini among two or more sons of support. 

b) The process which cools and obtains duplex covering phannaceutical preparation after mixing the 
single ccn-ering pharmaceutical preparation obtained by a at the temperature of more than the high 
uu-liiny p*->int and under the highest nieiiing iw'mt to (ho 3nd of support \sith the 2nd highest mcUtiig 
pv'5!,t. .AV.\ i\\(.> oi njoiL- vjfis (U\upport oftwo or nice <o:t- si:ppo!t 

V, ) 1 ht. procei>i> cooled and covered after suppoit futthermote ]iifxv\s next diree or more kinds of duplex 
cu^ ering pharmacoutscal preparation obtained by b at the temperature of under the niching point of 
support widi the high melting poinl. and the support used more tlian die melting point of thai support- 
and for just before in a certain case, the process which performs this piot-ci^; icpeated'.y ifju-eded^ont by 
one be io\s. 

[Ol)07j It iis desirable for the melting point to choose two or more kinds oi support phannacologieally 
pornisslhlc at 40-90 degrees C, to cari^ out mehing mixing of them at order with the high melting point, 
to repeat to cover [he tiont face of said particle in order, and to cool to the particle containing a drug, 
and to obtain granulat eovciing phannaceutical preparation to it in this invention. As lor especial ty'thc 
diflcronce of die meltmg point of two or more kinds of support, it is respectively desirable to make it 1 5 
degrees C or mure 1 0 det-'rees C or more. Moreover, when that the total amount of covermg ol support is 
tl:ic 10 - i \ 0 wc.f hi suMion forms two or more little enveloping la> ers dcsirabl> to the particle ! 00 
ueighi soufofi * <,n.,iii; rg a drug Lu-anular covering pbai:naccutical picparatiou v.ith a smooth itv 'il 'at ■> 
is obtained \wt') s'lUkicnt maskirg effoci and pamcle diametcj moderate although taken lhat is, m case 
dus in\ oiit'(^n (. (A .'(s die gianulatiou object containuig the drug which has an unpkasani taste and 
nf.iULdacLi'ics gianulai co\ ering pharmncemical preparation, tt uses for order \Niih die high melting point 
t\so or mojc kmds whusc n,.-ltinu p>pints aic 40 degrees C - ^0 degiees C of pharmacologically 
permissibfe support, and nuns . v ' los die grj^nular cohering phannai^eutical preparation with which the 
unpleasant taste including mc y otvS'-^ which repeats carving out niching mixing and coveting thLs 
support has been impro> cd. 

[0008| I'Urthermore, as i\>\ lh:<- sappon. i ss du'-,rah!c ihat ii is watci -insoluble nauirc. and it is desirable 
to spcLifically use '*ais and oils e.-^pcciall) castor bean hardened oil, and rapesccd hardened oik 
Mojco\t 3, whole ofthc partK le diameter is 850 micrometers or less, and, as for the particle aOer 
suppoH co\ urniij, h dc^iirabk iXn- a ihing dOO micrometers or more to be [ for a thing (5% or less of 
foia! s^eiLihi and '^-^ n^uiomctcc^ ot less) ] 10% oi less Roknamxcin, milnacipran hydrochloildc, 
h> dtOLldoiic-acfd .cfti/:.>\'imc AR.APIBOKISili^.L". v.lc asc a^Ja for the drug and concrete taigci Inch 
present the ta^ij unpleasant as these drugs, espcckdl> bitterness. When especially a drug js hjdrochioric- 
ac.d cflt!/o\nnt ARAPlBOKiSHIRU, ii is desirable thai it is tliat in which 75% or more of the content 
of\^ .j'l.t, oluted in 30 minutes in the 2nd law of a ,lapanese pharmacopoeia General Test Procedures 
elulion lest. 

[t'Odoj \5<noovci, rhi> indention lekiics to die granular covering pharmaceutical pieparatitm which 
co\ cr^- vs,t 1 supp.^rt ili/ guinulatiou object containing the drug which has an unplc.f,sani taste, and is 
<>btaincd I lie c«v. avd on\ eloping la\ ei b> the pharmacoiog'calh ;xTnu.->^;3ble f^upoon \vhi.>so miv?!tn<j 
P^->n^i 1,^ 'U degicc- C - ^K) dcyjecs C is foinicd more than tw-^-l r.o.. C tins granular cos'ciiji;^ 
pharmaceutical Liicpa'.JHni is gi,iiuiLu- covering pharmaceutical piepauuion widi whsch ibc unpieasani 
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(asto eharacteri/cU by usiny low t-upporl has been improved from suppojt wiiU the higfi nicilnig paint in 
otdcr of the enveloping k\M'r afan inside enveloping h\cr an outside Moicovcr, the ph.^nnuceatieai 
prop;ir;jtion obtained by ihis inxeuiiuu aoi unls ukc~, cD'c^k but .-.hiiw^-, ef}>i:ti\ciu\->s k> tnabiii/:aUon of 
Ji-ut;'?. yradual-reiease-i^iiw,, and selection of ati eiuLion part to the improvement of ihe unpkasant lasie. 
if It is hygroscopic high drugs and is tlie drugs disassembled according to moisture absorption, 
decomposition can he prevented by considering as ihe granular covering pharmaceutical preparation by 
ihic 'viu'poii p: ^\ jter-u!PoUiblc nature by this invention. Moreover, gradual-release-izing and selection of 
dii t'lulmu pjrt are aKn p(js.sib[e by choosing the support which is hard to be decomposed into the 
diue^iive juice!5 oi.'a specii'ic organ. 
[OOIO] 

{{ nibiKiinieni t^t the Imenuonl Fhis invention is explained concretely belov\, Aithough i\ will not ho 
limited especially if it becomes a sohd in dryness as a drug of this invention, what has a desirable 
unpieasant taste (hitterne.s ^. a pungenl conditnent, an astringent taste, and an unpleasant smell are 
included), what has dcssra')Ie jiuidual-release-izing are mentioned, concrete ~ a CNS diug (asspirin and 
mcclofenoxaie hydrochioude - ) Chlorprona/ine. tohncun -^odiia^i, niilnacipran in dioohiondc. 
pheiiobarbitaL etc.. the mcdicliK foi <;}-stcina nejvoiu.r. [XMpii-' i^-u-r (..iOiniJoiine. tolponsonc 
h} Jrocltloride. and pipeihanate ethohfonudc — ) cardiovascular preparation (aminophyilino ~), such as 
nietiis !hc.)aci>/uun bromide imd tlopiopion medicine for respiratory organs (ephedrine hydrochloride 
). such <i.s ehlelrinc hydrochloride, diitia^eni hydrochioridv. digitoxin, and captoprli Ciorprenaline 
hydrochloride, oxeladin citrate, clopciastinc. disodiuni (.-!om<^ul\catc, etc . a gastrointestinal (bcrberine 
cbiondc. bpct amide hydrochloride, cynotidinc. aiid >.'r.no.Muc -) \iiainiu compounds (an aseorbic acid 
and ceioiiamine hydrochloride --). such a.s cielndu)cholK: actd (. t)t;arboxylasc, calcium panioihenate, 
■ ibotlaxin teirahutsrate, <.tc.. the meduano lot nieu.bv^Kc paa-ruRviuica! picpaiation (camostat mesilate, 
nu/xiribine, iysozyme chloride, etc.) allerg> (c>p; )h^pu.d rc indioohlosidL -) Diphenhydramine 
hydrochloride, lilimemazine tariraie, suphtast tosiiate, chcmothcrapic drugs (acickn ir and enoxacin 
such as malcic-ucid diphenhydramine aiitibiotic preparations (an erythromycin ~~), such as oiloxactn. 
pipemidic acid trihydrate, and ievotloxacin Cefcapene pivoxii hydrochloride, cefteram pivoxiL 
cefpodoxinic pjoM.'tii ('efaelor, ciarithronjycin. rokitamvcin. Are shown bv Ivvdrochloric-acid 
cettvoxnnr /vRAPllU -Kisi^lRU. () [ Pivaloyloxymethyl-tj 6R. tk[ 7 D-^lj (/j -2-j (S) -aianylamino]- 
4-thiazoiyl|'-2-mctbcx\ uninoacet£miido]-8-oxo-5~thia-I-azabic\ clo[4, 2 ana U]oei-2-cne-2- 
carbt)xy Luehydrochioiiueis) (.IP,(v 1 026673 etc.) are mentioned, Furthermote, in such a drug, what 
[ especial]) ] is un^tabk- as matter !s desirable under soluble or existence of water in ualcr, 
IOC!! i j SijK L a drug is usually a particle, once coming by a certain approach is de?iiablc. Additi\es for 
ph> .sic, <;uoh j5 an cxcipient a bulTer, disintegrator, and a binder, may be added if needed. What is 
necj->s;u\ [s lo ]usi be based on the usual addition and the addition appmach. iii adding the additive for 
phssii... \s tbe approach ufa granuLuion. gcncialh'. ahhougii drs granulation, net granulation, etc .are 
motituM-icd, an app!o.uh nof Inuitcd but a granulaiu-n i">''^}ect just obtains iht, taiget partis^lc diameter, 
I he mean panic lo Jfametct of a Hnal product (granulation object after covering) loO micrometers - 
dhnui K)Oit unotolii -fcis, Picferably The specification of the powder of 14th revised .lapanese 
l^haiiiit'mpocia tihcrc is nu particle 850 micrometers or more, and a particle 500 micrometers or more is 

^'t ifi,^ o! tot d x>ojghO. i "urtherniore, since it aims at particle diameter which suits the spccificatioi. 
( tbt. .specificatton of powder k suited and a particle 75 more micrometciis or less is 10% or ie.ss oS tcvt^d 
sseighi) oi the tuie grain agent cf b-lth revised .l^apane.sc Phannacopoeia preferably, as for the mc<m 
panicle dianxner ui a graiaiiation tihjcct, 50 mictonieters - about 400 raicuimctcrs are dlusinitcd. 
j00l2l ] he melung pomf of dus invention i:^ not iimiictl especial!} a.s phannacologjcaHy pcimis.sible 
sujipon Vvlucli !<- degrees (' - 00 degrees C. If the effect of die workability and drug on manufacuire is 
rjKea u to ^^oucidciaiion. u i: desirable that it is 90 dcgree.s C or less, and when these melting points 
cwnsid'" the picst-n ativm ycstalt of a product, it is desirable that it iii at least 40 degrees C or more, 
Spccilicalh l^or c\aruple. castoi- bean hardened oil C meiting p!>inl = the mside oj'Sb degree! C and a 
b>]li.'SMng paieiuhesis slutws the melting point;, \ a^ b.kdened oil. such as soybean haulened oil (6" 
J<-LTees C ) ind lapo-^eed Ihr Jened od (bU degiee.s C), Stearyl alcohol (59 degiees C), Highei akohol 
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sucii li^ I eranu! i ^0 dcj^iees C); Stediiif ,icid I'M) degrees C), Hiuher fait> .iukIs. such as a p.ihintio jud 
{56 d<urE.ta Ci A caumuba wax (86 degiccb C). It exposes. HydrocaibtMi, miifiogoi 400()s, Mi,.h d.-> 
xogeU'hL proporiie.s, such as beeswax (67 degrees C), animal Bu, or low; paraffin i50-"0 dcuiL't.'.s C) (55 
dog'-c(„.^ ( K ) ol> ethylene glycols, such as maerogol 600U (59 dcgj-ees C); siufactaiits. such as hightr- 
faiiy-acid monoglyceride. such as sucrose fatty acid ester (40-60 degrees C) and glyceryl monosiearaie 
(60 dcgn.et> C). and a pol\oxypropylcnc glycol (40-60 degrees C), are mentioned. Preferably, it is the 

H. iici-ijj.^oiLibk- patiuc fuatler and the meiting point which cannot be oasiK teaipeKitiac influenced of 
[ al '•ne ttino ui preservation ] js 60 degrees C - degiccs (\ and casiot bean hardened, od excoUent in 
Ebc plasticiiy oi the hquid at the time of niching, rapeseed hardened oil. a carnauba wa-s.. etc are 
iilustrattd ei>pecialiy. 

[00131 Although [ the number of it / what ] as long as the support which the mt,hing 

point used in this invention can pemiii phamiaeologically at 4{) dogiees r - 90 degree.s is two or more 
kinds, it is desirable that it is separated frora at least 1 0 degree? C oj inoic of each temperature gradient, 
Vor e\'ainpk% castor bean hardened oil, rapeseed hardened oil (18 ds^grccs C of meliing point 
difTerciices). acarniniha wax and stcaryl alcohol (27 degrees C of melting point differences), steann 
acuf cei.moi t !9 degrees C of melting pomt differences), eic. are illustrated as a desirable conibniation, 
10014! i addition appjoach of snch i>n.ppoi{ for the granulation object containing a drug is iiliisiraied 
as an exanpic witli flic dcsnable approach of usually mixing, wl\ile wai-ming support in a granulation 
object, aithough a propei approach can be used, Ahhough support may be added according to which 
condiiion of ilne particles or a hquid on the occasion ofaddition of <iupptnt, if the siniplicitv of a process 
JS taken into consideration, addition b> Tuk paiHclcs > Ocs;ial^lt' Xiihcnsgh wlui is uecus.saiy is jusi to 
carry out whenever [ warmmg or sto%jin« teniporatufc j nu}ie than the nieltin^ point i.<i .suppoit. extent 
higher about -^"-10 dej'fecs C than the nu'huM' poust of support and desirable tempeiature high about 10 
degrees k .uc I'suallN sliustiated Mcltaii,' oi the suj)port is earned out wiih heating, aiid it covers, and it 
is co> ered v\ith cooling afier that (room temperature extent; when support forms a substantial layer 
^en\ eloping layer). However in case those support is covered^ eftectivencss sufticient i:i combination 
which i-j fused when the matter covered first covers later is not acquired. That is, by fonning two or 
more eii\ciop!n<' j.ucrs of {he la>er covered Hrst and the layer covered liom the hack, masking effect 
.ii!iH KMii h\ !.u!.> , d(Ifi!,)ti ^,.-1 1-c acquired rheiefore, .since the niching point ofUie !nst support is an 
e!e^ al>.d tcnipetotujc nK>ie ar.d the temperature control at the time of such a clear clothing la\er that 
combination | as J whose melin^g point of next support is low temperature more j being desirable and 
die difference ol'bolh nieiting point being large bemg easy to be fonned, and catrying out melting 
processing of the support of the melting poinl by the side of low temperature i^ ais(> easy, the 
combination of about 10 degrees C of melting point differences which were meniioncd abo\ c is 
desirable. A melting point difference 20 degree^ C or more is most preft:iabl\ desir able ! 8 degrees C 
moiv' pieferabi} I? degrees C ^tiH nioie nrctl'us'-^i^ Tn ;\iidi(ivin. co^'ering lo supp-)ii and coincidence is 
aito popMbie exccjK nuitier ^viiich ciiccks cooi ion uU 

[OUi 5j 1 iie addition (u is culled i!ic amount ot co\ering below) of the support uhieij covers a 
granulation obiect in this invention will not be restricted especialiy if it is the mimraora amount which 
cm crs a gianuk'uion object, i lowever. since the amounts of covering which mask the unpleasant taste 
with tlie ^urtai-e asea oi'a particle diffei, as an amount which mmmi- ^iniforr c-^s'ji'axh thfckne.-^. mou- 
llian the anioant of coxeMUg 10 weight <:ccti'in js icsirablo tr . . n o ir ^ i( '\ j k noii ob^H !00 
v\^ight suL-tiiMi in oidc! lha: the ciunon natijc v \ -na^ ..\ud u-uriL' c\^femo!^ bad b> coseniii.-, 

jos^oor ir Indrochiot'c a^id iU/oN'm. \R \PI fOklMHRl ire .lapai^.ese pbannacopoc'ia (iencT.d 

I . :;'! Pjo^cJuies ?nd lav\ Uissokilion 'j.>f (a p\i.hj rici.ioj - - Tko amount i>f O'-ncting to v,hic'i 7^'«oor 
muic ol tbc content ofa drug ss eiutcd in 30 minutes aecordmg to paddle rotational (requcncy ^0 
i.itatioii in {\v. bui'fer sohttion (it is 37 degrees C whenever [ pli 1 .2 / about / and solution tempLiatuic | 
\\:lh ihc liquid which melted diiutc-hydroch!oric-acid 24,0ral and water to 2,0^^ ol sodium chiundcs 

a Ki was .ei to iUOOnil (sO ol ^HKhul ik^sn. -L \\- . -\cr ^mcc patlicle duuncicj will btLOine 
bige ami ferUng ofrccipo. such as a iO'iL^s ooro> i, v\ 1 wo;sen ii the anioum of co\eting nici-ea.ses, 
below 30 eight s^cuond aic e.sp'.-eiall) preieiabK usually desirable below the 1 10 weight sectinrs to 
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the granulation obiect. 1 00 weight section. 

[Ouj(>f '! lu masiullMurc approach of the ^t.-'h.1..i v -\oi:ni' nhamiaceuiicai picptiKiiion (.'fthi? nivcnuon 
can bo pe'foniisJ b\ ilu- following apj^^'^'c ion, 1 uujj and vl^vioils addilisos aio mixed iwd corned 

and the paiUcic contanufL a diuif i-^ ub'jiiijd isie ; .'-i clc .si/e ofthe particU containing ihis drug has 
dcs'iabie .^O- JOO nnciouit'tt-i i iho inMd.' .^i dio particle containing Uus drug, and two or more soris oi' 
Mipport ~- Mippo't uith the higlicot nuhing p.-ni! -- warnmig - it warms to temperature higher 5-tO 
deg^ce^ V than the sr citing puiiii of thi^ suppjrt, supple to the ngitation gruiiulation in a piane s\hich 
hjh J func^on and tjiixuig, and single covcrnig pharniaceut propaiation obtafiicd by rtturniiig and 
coo.int! to a ioon\ temperature aitci ohcckiiu' dial the tioni :a.e o5 dio pauicic \Aiiicli inching is fiiU) 
caint^d I <.i{ aihi n.']\umh a duig h.^- .'Ji '..-.nI at busnojercil) Undci the pr^-'^i-iH circumstances, if the 
Jijitatioi! guuinjafion niachniL is >,l^j-ij WaurcJ to the ahovc-mcntioacd temperature, it cimi cover in 
a -shoit Umc. Subscv^uently, suppoU utlli tlic high mcUing point is mixed with this single covering 
pharmaceuucal preparation by the agitation granulation in a piane to the degree of the aforementioned 
support. Ahhough the highest support ofthe inehiiig point does not have next the support xsdth tiie 
high melting point ^ >^ ^ tetnpeiaturc. "I hat i. v .^nv. nv^tvji Iv, o or more sorts of support to the 
lempcratiirc of nj^re man the mciting point hh' i i 1,. " u ii;J rndc liij highest nicUuie point, and 
hecondars' coating pharmacouucal pt cparalion :.s obtauKci h\ rcttsming and coohng to a room 
temperature after checking that melting oi'the siuppori of tiie melting point high to the 2nd ^^as tiilly 
carricd out, and single covering phanuaceuticai preparation iias adhered al homogeneity. If the agitation 
granulation machine is beforehand wanned aLso in this case, it can cover in a sliort time. Moreover, stil! 
higher order covering pharmaceutical preparation may be obtiuned if needed, hi this case, paiticit shape 
is further arranged u^ing a dust size selector. Finally the various additives usually used a6 an excipiem 
are added, and gianular co\ering pharmaceittical preparation is obtained. 
[0017] Specifically in thivS invention, dry-syrups, po\\^er. a fine grain agent; etc:, are illtistfated as 
granular covering pharmaceutical preparation. 
[00181 

[ir.xamplcl Thi.s invention is not limited by the example although this invention is concretely explained 

based on an example. 

|{)a!9j 

[lixample i j The h\drochloiic-acid ccftizoximc ARAPIBOKISirilRlJ 30 weight section (a drug, thing 
which ^cd) accofding lo the approacli gncn m ,iP,6-102Wi7.n). the piccipttated-caicium-carbonate 3ti 
weight .section (Bihoku Funka Kogyo CO., LfD. make), and the ciystallinc cclhiiose 40 weight .section 
{the Asdhi Chemical C'o„ I td, make, trade naine Aviccl Pli-101) w'eic niucd. the after [ granulaiion ] 
}Wiicle si7;e regulation was carried out with tlie dry type granulating machine (the l-reund" Industrial 
make, trade name TF-VllM), and it considered as the granulation object ^\ ith a panicle diameter of 
about 200 micrometers It heat-treated al about % degrees C, ha\ ing added the castor bean bardcncd-oi! 
(Frifund Indu,stn;i^ m.-.k^.-. ti,ide name Lubn waxlO] . melting point of <S(> degrees C> 10 weiglK section to 
this granulation object '^0 sscighi ^^cction, and mixing sknvly m an agitation gtanulation machme 
(Povvrex Mal^e. tsade name ImvI-XTj -0] ). and cooling processing was caiTied out by taking out from an 
agitation gjanm.J] >n .c a p],iue and caiTving out loom tempeialuic neglect after checking that melting 
was carried out enough and the granulation object has adhered al homogeneity. Furtliem-rore. it heat- " 
treated at about 75 degrees C. mixing slowly rapcseed hardened oil (tlie'lMeiuid InJvWfrsa! make, a tn.de 
name { ubri wax 103, and meUing point of 68 degiees C) to this granulaliosi object 'HI weight ^cluoh 
coxerc'l ^>ncc b\ ID x\ eight sections m addition the agitation gnmukuion in a plane, and eouHng 
pioct;j.sa;ij was eaii:ed nui h\ taking oui fiom an agitation granulation in a plane, and canying out luom 
icnspCT'Uuie iiegk-it aitei Lht-.kn;g that nieltiug wa, carried out enough and the gramilation object has 
.,dheijd i hvimo<>eijLMty A paruttc si^e icgnlation is carried out in tlic mesh of a 500-micrometer 
-nx-nuii-' jftcr iluii, and ji coiv^jdeis as granular co\-ering pharmaceulica! p-cparation, and is optimum 
doK ^ ^ ' ' - further about .Aspartame { Ajinomoto Co., Inc. make) and magnesium alun3iu<>meiasdic:ito 
(the product made from Fuji Chemistry, trade name noy SI IIR IM UFl .2 } (ib.e granulation obiect 1 0(i 
w.'ighi section - roeeiving the amount of covering ofthe about 23 wtighi section. 0"o I'f pa'tjL'c 
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diamo(or orM50 n-iicromcTers cir more and O'^'o fUU .rio^ .cote- iiuirc, and !% "^5 micminclers oi ie^s. 

and trA\n-!\i!iit.k>d!ainc{tr -260mjcromcteT) 

[0020] 

\l xismpic 2\ rho h>dinciilojic-acid ccftizoximc ARAi'lBOklSHIRU 30\vcit^ht set hon, iIk 
pfccipiuttod-calciniii-jLvrboPine 15 weight section, the citric-acid 3 sodium {Showa Kako C orp, make) ! 5 
weight ^celi^•^. and the cr>slaHinc celhilosc 40 wciglu section were mixed, the afler f ^raiiulaiion j 
p.iitic5t; s!/c }e<;;u!vUii>ii vsdb cunied otii wllh the dr/ txpc granulaiing machine, and ii considcrt.'J ?s ibc 
gnmult^iion objcoi wdh a uaiucle di^iuittci ofabout 200 oiieiomt.-teis The fipprtML-li o'"5>uKsequeat 
s-overin!^ is optimum du^e * ' -'"'^ about ihe precipitated ealcimn carbonate after carrying oat like an 
cMiuipic L can s nig out a ]3firucle size regulation in the mesh of a SOO-iiiicrometer openjng and 
cvn.sidcnuy as gn-jufliir covering phamiaccutical preparation, Aspailamc, and magnesium 
aluminumetasiiicate. (They are the amount of covering ofthe about 23 weight scctioiu and particit- 
diatneier to the granulation object 10(i wc.ghi secnon O^-^i 850 micrnmciers or more, and (.I'-i 50i) 
micrometers or more, and 1% 75 in!cromctci> o: lesb, mean-oariiclC'diamcter =2A(h-nicioriie{cr) 
[00211 

[CxampIc 3{ The hydrochloric -acid cclh/oxiujc ARAiMlJUivlSllIRU 30 weight section, the 
prccjpitated-calcium-carbonate 30 weight section, and ilie crystalline cellulose 40 weight section were 
mixed, the after { granulation ] panicle size regulation was carried out with the drj' type granulating 
machine, and it considered as the granulation object with a particle diameter ofabout 200 tnicrometer?.. 
It heat-treated at aboiit 95 degree.- C. having added the ca<sior bran hardened-oi! (melting point of S6 
degrees C} 30 weight section \o thus grdnukUuni object 70 v% ju'lu -,ec5ion ,ind mixing t,lowh b\ Ihc 
agitation granulation in u plane, and cooling proccs-mi- u.j; cained out by taking oui from an agitation 
granulation in a plant,, and earrving out room tcmpcialure neglect after checkmti that melting was 
can-ted out enoiigii and the granuJation object has adhered ai homogeneity Furdiermorc. it heat-treated 
at about 75 degrees C. mixing slowly rapeseed hardened oil {melting point of 68 degrees C) to this 
granulation object 70 weight section covered once by 30 weight sections, in addition the agitation 
granulation in a plane, and cooling processins: was carried out by taking out from an agitation 
granulation in a plane, and carrs ing < )v' . ' o-i '\m atus c neglect after checking that melting was 
carried uui mhv^U .t,id the granulam-i . i i. . U ...iou J <r homogeneity. A particle size regulation is 
carried ouf in the mc^h of a SOO-nuoromeiot opening after that, and it considers as granular co\ ering 
pharmaceutical preparation, and is optimum dose ****** about Aspartame and magnesium 
aluiinnooR'lasiHcate. t,ihe> arc the amount of covering ofthe about 104 weight section, and particle 
diameter lo the granulation object 100 weight section 0% 850 micrometers or more, and 1% 500 
micFoneters or more, and 4% 75 micrometers or less, raean-paiticle-diamcter ™370micrometer) 
[0022] 

[1 Aauiple 4] •[ \-v h\ O'.w] i.-acid ccfti/oxime ARAPIBOklSHlRl; 30 \\oight section, the 
pieciipiuucd-ealcitj. v. ,.aie 3i) v.cigUt scetion. and the ciystalline celluiosc 40 weight section were 
mixed, tiic after { granulatu^n ] particle size regulation was carried out with the dry type granulating 
machine, and h considered as the granulation object with a particle diameiei ofabout 200 micrometers. 
It heat-trcaled at about 05 degrees C\ having added the castor bean hardcncd-oi! onelting point of 86 
Jcgice^ i') vstighr «<.>ctiwn to this g;anulation object ^>5 weight section, and uii\mg .^iuwlj b\ die 
.u;nauon <>,r untiation in : pkirc. .u.. .oolmg proceiM,nu -.a- c.-.jred oat !w taking out uom an agtiatic^n 
gi.jnu]a{ion in a pLmc, and canyng out r\,nm tcmpeiaiuie n^gie^-t allei ehecking thai melung was 
earned oui enongii and the gianulatj<-n object has adhered at Iiomogcnei!) . iMjrthennore. it heat-treated 
at alx-ut 75 dLv:ie..\-, i, iniAing slow h :.jpL'seed hardened oil (mcUh\g point o^f^^ degrees O lo this 
gjanukuion object weight sceuor: covered once by 5 weight sections, in addition the agitatson 
^nanulation in a plane, uul! cooinig pnK-essing was carried out by taking out from an agitation 
gKinuLUit n hi u plane, and eariy iug out room temperature neglect after checking thai melting v\a.^ 
c.!rrL.'d on} enough and tiic gianuhition object has adhered ai h'^mogcncit> A panicle s,!.^l; regulation is 
earri.'J out in the mc«h oi a -^OD-nucrometer opening <iUer ihai. md ii coiisidej'^ as granular 
phainuKeiMtal oiepaiaiion. and i-. opumura do.sc about Aspaitamc and magnesuini 
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<ikiniinonietasiHcat<5, (They are the amount of covering of the about 1 1 weight seciion, and panicle 
diameter to the granulation object !()0 weight section 0% 850 micrometers or more, and 0% 500 
niicrooH-'ters or more, and 0% 75 micrometers or less, mean-particle-diameter =230micromcter) 

f 0023 1 

|} \anjp[o -"I ! He h> J.othiof,{ -ai kI ..ciU/oxinie ARAPIBOKISHiRV 30 wcj.^hl s^ctioik 
pi ecipil.Uod-caieiiim -carbonate 3{) weighl section, and the ctystaUine cellulose ^0 weight seetion were 
mixed, ihe after { granulation J f>:irticic size regulation was carried out with the dry t> pe yninuLittii;^. 
machine, and it considereti as the giauulation object ■with a pai'dcle diameter of abou!: 200 niicTn-noiois 
k Keat-tteatcd at aboitt ^>S Jcgiee.s L . lic^vMig added die castor bean hardcncd-oil oneUiny v^>mi o! 
deiiiccs T} 10 weight section lo thio yranuiation '"^bjcot ^'0 \>.el -hi section, and u'iixmg skn\iy b\ the 
ai;!tauon gianiilatii^ii m a plane, ;ri.i cooling pjoeeious^ \-,av c:a-ried out by taking out from an agiianon 
granulation in a plane, and carrying oui room icmpcratiu'e neglect alter checking that tneiting was 
carried out enough and tlie granulation object has adhered at homogeneity. Furthermore, it heat-treated 
at about "5 degrees C, mixing slowly rapeseed hardened oil (melting point of 68 degrees C) to this 
granulation obioct ^)0 weight section covered once h\ !0 weight sections, in addition the agitation 
granuiaiion in a plane, and cooling processing was ^.anicJ by taking out from an agitation 
granulation in a plane, and carrying out lonm temperature noglcei after checking that melting was 
carried out enough and the granulation object has adhered at hoinogcneny. 1 hen. it is optinuaii dose 
s.*^A.s.v^ ahouE Aspartame and niagnesaini aluminometasiiicate furthei. (the granulation object 100 
weight suction receiving -~ the amount of covering of the about 33 weight section, 2% of particle 
diameter of 850 micrometers or more and 3% 500 micrometers or more, and 1% 75 micrometers or less, 
and mean-parlitie-diameler =?OOmicrometet) 

rao24| 

jhxample 6] 'Hu. hydnKiiloiic-acia ^efti/fwimc AKAriDOKiSHlRlJ 30 \Ncigh) section, the citric-acid 3 
,sodium 30 weight section, tlie ctystaHine cellulose 10 weight section {the Asahi Chenncal Co., Ltd. 
make, trade name Avicel PH-302), and tlie ethyl cellulose 30 weight .section (the Dow Chemical Co. 
make, trade name ethocell iOFP) were mixed, and by usitig dehydrated cthano! as joint liquid, after 
granulation, it dried, and the pm-ticle size regulation was carried out and it considered as the granulation 
object Willi a particle diameter of about 200 micrometers with the stirring granulaior. It hcat-tr*.ated ai 
about 05 degrees C, having added the castor bean hardencd-oi! (meiting point of 86 degrees C) 20 
>\cigbt seoiion lo tliis granulation object 80 weight section, and mixmg sio\\l> with an agitation 
Lfanuiaiion machine, and cooling prr-ccssing was carried out by taking out from an agitation granuiation 
in a plane, and canning out room temp*.rature neglect after checking that melting v\as carried^out 
enough ajid the granuiation object has adhered al homogeneity. Next, it heat-treated at about 75 degrees 
C, nd.King skwiy rapeseed hardened oil (ttielting point of 68 degrees C> to this granulation ob|ect % 
weight section covered wm'c by 10 weight sectioii-^. m addition the agitation granulation in ;i plane, ;ind 
coohuy pioces^iing wati canied out by taking out from an agitation gianulatiun iu a j^lane, and oan-x mg 
otit joom tcnuviMturt neglet ! after checking that mclung was can led out enough and the granulation ^ 
.■>b]cc' hoi, adhered at homogeneity. Fisrlhennore. it heat-treated at about 55 degrees C, having .^dded the 
prccipitated-oaloiuni-cas Donate ^ weight section, the sucro^c-fatly-acid-esioi (product [ made iVom 
.Mitsubishi Cboiiiictl i-oods ]. ti-adc name .^sugar e.ster P-1670} 10 weight section, and the Aspanamc 2 
waAu ^ecik'n tu this gnmulatior object 80 weight section covered twice, and mixing .slowI> in a stirnng 
giaupiato! '-.nd ciittlij^g pr(»fe.->sing was carried out by taking out from an a^L'tatiOii gjanukitioi- m a 
plane, and cairxnig oir looir icmpeialuie neglect after checking that meltmg wa.s carr ed chU enmigh and 
ilie granulaii.tn object has aJbercd at homogeneity. A particle s;/e regulation is canied <Hit in the nicsh 
oi a 50i) nuuomjtci >>pi,nmg aiiei that, and n considLrs as gianulai pharniaccuticai piepaiation ,md is 
optimum <U)-\' ^' < --^ ^ ;ihi>ut magne.sUHn ajnminomeiasiltcatc and perfume. (They are tiic amount of 
ci.\er;ng *>f the about 74 weight sccikmi. and panicle diameter to the granulation object 100 weiL'ht 
.section 0"o 850 nucrometeis or more, atul Q% 500 micrometers or more, and 3% 75 microrneteis or less, 
mean''particle-diameter ~300micrometer) 
[0025] 
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jf'xample '"' j 'Iho hydiju-hloiio-aciti conizoxinie ARAPIBOkiSHIRU 30 weight section, ihe 
piecipitatcJ-calciuai-carhonaie iO weight sootion, the crys^Tlline ceiiulot^e iO ^^cight section, and the 
(.'ill} I ccliuk'.sc 3(i WL-iglit section \scre itfixed, and hy using dcindratcd ctbauo! js jouit liquid, uficr 
gianulatkjn. A dncd, and die pardcle size reguJation was carried out and it considered as tlie Liranuhitiou 
object with a particle diameter of about 200 micrometers with the .stirring granidator 1 1 heat-trfated at 
ahoui 9^^ ik^inx's C, having added the castor bean hardened-oil (mehing point ol'^b degiccs Cs 20 
\\cij?h st(. tit^n U> \hi^ ^■fanuLUlon obicct SO weight &eclion. and rai>Hig slo\\]\ wiih an .^Mation 
L'rar.ui.Hi.^n rojchnio. .md eoonng psoecssing \va.s carried out hy taksng [yc-m an agitaticm granulation 
in. .J plant' ami ca] tying out vvi.ni^ lempetature neglect after checking that melting was carried oat 
enough, and llie guniulation ohjcci )^as adhered at honiogeneit> . Next, it hcal-trcatcd at about "^5 devices 
C . mivuig blovdy lapeseed harden^a od tnieilmg ponit of b8 degrees C) to thii> granulation obicvt oO 
weight section covered once by JO \veight sections, in addition the agitation giannlatutn in a plane, and 
cooling processing was canied out hy taking out from an agitation granuiatum ni <j piaiio. and carr>'mg 
out room tompcratiire neglect after checking that irtclting was carried out cntjugh and the aranuiation " 
object ha^ adhered at hoTUOgone't> f'jtdK.n ■^v if 'ic-t-ncn.^l al-ou; .-^ ^ dciMVes C, haxing added the 
c;ti!c~acid ^ hodnim 8 weight .^eo dio ^ u u.sc-...;o aou- o-U ' n uoight .oction, and the Aspartame 
2 weight sectj'iji m tins granuiatton objoei 8t} weight section covered twice, and mixing slowly in ii 
mrnn'j^ gt.uiMhitor, and cooling processing was carried out by taking out from an agitation gramilalion in 
a plane, .inj earr> ing out room temperature neglect after checking that mehing was carried out enough 
and the gt'iniflation objeo! hat, adhered at homo^zcreih \ p<i-t\ fe bize regulation h carried out =n the 
mesh oFa ^'n<j-niK-ton!.Hcr openfjig after thai, and ;k ^ i -id. t . \. .j.mnlar pharmaceutical prepay aiion. 
and \<i opuroum ,i<>sr ^ • about magnesium uiummoiueiasdicaie and perfume. (1 hey are the amount 
of ui>\ ernig of die abt)Lii 74 weight section, and particle diameter to the granulation object JOO weight 
NL-itioti b:>{) mfcroiueier.s or more, and 0% 500 micrometers or more, and 3% 75 micrometers o*r less, 
mean-pat ticL-diameier =300niicioiUfter) 
[0026j 

iFxfinipic 8] Tlie tnibacipran hydrochloride 30 weight section (a drug, product made from Pierre 
F.ABURU) 3ud the cf>stalHne cellulose 70 \veEght section wcio mi.xel the .dler [ granulation | particle 
size regulation \\a? canied out ^ith tk.e dry type granulatmg machine, and it couMdcfcd as die 
granulation object \/lth <i particle diameter of about 200 micrometers. The approach of subsequent 
covering is optimum dose about Aspartame after carrying out like an example K carrying out a 

panicle si/.t regulation in the mesh of a ^OO-micrometer opening and considering as granular' 
phannaeeuticai preparation, magnesium aiuminometasiiicalc, and ciliic-acid sodium, (the granulation 
object iOO weight section - receiving - the amount of covering of the about 23 weight section, {)% td' 
particle diameter of 850 micrometers or more and 0% 500 micronieiers or more, and 1 % 75 mierometers 

le«;.s. and iTsean-particlc-diamcter 240ni!Cionieleri 
1 0027] 

|i:xample y| l^he mihiacipran hydrochloride 30 weight section and the ciystaliinc ceUulose 70 weight 
.scctioj-i were mi.xcd. the after [ gramiiaticn j panicle size rt%ulation was carried otit witli the dry type 
granulating machine, and il considered as the granulation object with a particle diameter of about 200 
inicrometcjs. fhe approach of subsequent covering is ociinrur. d-ii,e ^ * ^ -f about '^sjxirLame after 
cany ing oui like an example 3. canying om a particle size i ..'^ s '.-i .-j . , 1 1^^ ,h ot~ a .^UO-mlcr^>^i^^ei 
opt;nnu and considering as granular pharmaceutical psora: a;- .'■p.. i",av!ie.-j.;n aluminomcta.silicate. and 
cin-ic-aoid " Mxiium (the granulation objed H)0 weight .section - recei\ing -- the amount oi\^n\cring t-f 
ine aboiil 104 w^.-ight s^-ctiiMi. O*';, of panicle diameter of (S50 ndcrorncteri, or imne and O"-:. 
mu 1 nnciui-v of m<-^ic. m d 7-^ miLUimetv^is O! less, and meai -parlicle-diaivotei ^ftOnucioireieO 
|002S] 

[]- ^amp]e lOj ! iic i.tkiijur. cm 30 weight .section {a drug, Asahi Chemical To.. Ltd, make) and the 
tn.stailine oeHuiosc 70 wciglit suctioi! v\cre niixcd the ' giannlaiion | pattick si/c legulaiion 
canted out v,;th iho di> i>rc granulating muc.i.ue. .i! o n > .n.idLUU as the giauulaticn object wuh a 
.viittcle diameter >>f jboui 200 micromeiers. I he approach of subsequent ajvering optintum dose 
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" ' about '\spailame {lAer cain m-j. out like an example 1, carrvine out a parliclf size reyulauon in 
the nicsh of a "^O^'-inicioineiv.-f npeniny -nj co'i -^-.ic'-j'vj jKiiinkn pharmaccLUicai piL"pjjaiion, 
niayn< sium alurajp.oinciasiiiojtc. anJ u;;.;o-..cu " - i ■ Ihey ase the anioiuU ofcuv'criQg of the 
ihout 23 wcjgfit section. anJ particle diameter to the granuiaTion object 100 weight hcciion 0% 850 
micrometers or more, and 0% 500 micrometers or more, and J% 75 micrometers or less, mean-pailiclc- 
diameter =220micrometer } 

mm] 

\l xampie i 1] The tokitamjciti lO \\t,'jghl .-ociion aud liie crystatlino ceiiulosc 7(i weight ^eciioii ^^CIC 
mixed, the after [ uranulaiion ] pauicie sivc icguiation vsa^ carried out wiih the dry type grrjiuhUing 
raadiine, and it consldeied as Hk granulation object with a panicle dmnieier of jbont lUQ 3ni(.rometcr> 
The approach ni" subsequent k^oveinig is optimuiu dose about Aspartame after oarr> ing vui like 

an exatnplc 3, carrying out a panicle size regulation m the raesh of a 500-micronicter opening and 
considering as granular pharmaceutical preparation, magnesium aluminometastlicate, and citric-acid 3 
sodium, {the granulation obieci 1 00 weight section -- receiving - the amount of covering of the about 
i 04 weight section. 0% of particle diameter of 4150 micrometers or more and 0% 500 micrometers or 
more, and 3% 75 micrometers or less, and mean-particle-diameter -330micronietcr) 
100301 

[Til. e.aihpk 1 )) .! .ompansonl The h\droohloiic-acid ceftizoxime ARAPIBOKISHIRU 30 weight 
secaoj). tiu* •■'rL-ctpuaicd-oalcium-carbonate 30 \\eight section, and the crs'stalline cellulose 40 weight 
.secticui wcic mixed, tiic after [ granulation ] panicle sl/e reguiation was carried out wiih the dry i\p-i 
granulating machine, and it considered as the granulau-ju ohjoc- wiM. :> paijiclt* diameter of about'200 
miciomctcrs It heat-treated at aboui ^5 degrees C. hd\ ni- <u!.icd ihe Ld^hn bean hardened-oil (melting 
point of 8rt degrees C) 20 weight seciior, to this tnrnjulath^tj .^biect HO weight section, and mixing slow!) 
by iho agitdtioti giauukUioii m a j^Luic, and to.^ljng p.occ:>suia was carried oui b> laldng out from an 
agitation granulation in a plane, ana carrying out room temperature neglect aftcj cliccking that meithig 
w as carried out enough and tlie granulation object has adhered at homogcneits'. A particle si/,c regulation 
is carried out in the mesh of a 500-raicrometer opening after that, and it considers as granular 
HiduiMfcutio;'! prepar.uitm. and i^ optimimi dose about Aspartame and magnesium 

aU'iiiiKn uci.tsthtaic < ! hey arc (he amoum of CK)verIng of 25 wciglii sections, and p'afiu;le diameter to 
the i^mimiatK.n c>^jecL 100 weight Svction 0% 850 micrometers or more, and 0% 500 micrometers or 
more, and 1% 75 micrometers or less, mean-parlicle-diameter ~260micron)eier) 
10031] 

f fhe t\aniple 2 of acompaiiMin] 1 he hydrochloric^acid celUzoxime ARAPIBOKfSHlRU weigiii 
section, the precipitated- cai^.iun>c:nb(uiatc 30 weight section, ami the ciystalline cellulose 40 weight 
section were n)ixed, the aitt.^ j granulation | panicie s^zl regulation was carried out with the dr> (> pc 
grunuIaiiULL matliine, and it considered js (lie granulation ob'k.c: v n?^ a iv-\ \: (iiamcter of about JOn 
micjoineicrs Ii iuat ucatcd at .ihout ^5 degrees C. having aJi.:. d \K .a.s^'. jc.n haidened-oil (uicHinii 
point s;6 degiecs ( ^ t weigiit section to this granulation object 50 weight section, and mixing siowly 
b>' die agu'Uiun gumuiaiion sn a plane, and cooling processing was carried out by taking out troiii an 
agitatior. Luanulatt ni in u plane, and carrying out room temperature neglect after chcckmg that melting 
c'.n Kd (Vit e lough and the gianuiaUon object has adhered at homogeneity A panicle si/e legulation 
can !cd na in the ni..sif of a 500-iniertimeter opening atkr that, and it considers as graiuslar 
pliainiaccutieai nrcpafaiscn. and is optnnuin dose about .Aspartame and magnesium 

5ki pipoiaet^sKii, It. {i K\ jiLiiK^ -.>m>L3ntoft.o\eringof the 100 weight <;i-LtK>ns, and particle drametei 
io the giauuiatKsn (.ilijeel 100 \vvigh; scLttou O^'o 850 micrometers oi nu^sc. and 1% 500 micrometers or 
inofc and 5"'o 75 micronietcK- oi less, mcan-particie-diameter ■■■380micronieler) 
[0032J 

[Tlie example .> oi a coirparii-on] fhe hydrochloric-acid ceftizoxime AR.APlBOKlSHIill' \scjglu 
^tt.tion, die i;-iecipUaicd-eajciuni-carbonate 20 ^>\eipht section, and the crs'staUinc tt-lluioije -0 weight 
.^etiion \\ere inixcd, I'le afici | g'-anulation ] pa'-i' Jo ..'gaUnion was carrieti uni wuh the dn t.^pe 
graiuil;uin^> machin..-, and i\ considered as the granulation object wiUi a particle diameic! of about'2(K) 
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micrometers, (t heat-treated at about 75 degrees C, having added the rapcseed !\ardchcd-oiI (me'tii-ii 
puim of 68 degrees ( } 20 xseiizht section lo tl is j; -nji n , .bioc 80 \\Oi^>hi ^fction, and niixiny sluu !> 
b> the agitation j^ianuLujun m a plane, and eov'mj.' c'0(.^J■^^!'1;. v..is (.airied uui by taking; cnit ironi an 
agitation granuiatkm m a plane, and carrying out room temperature neglect after checking that nieituig 
w as carried out enough and the granulation object has adhered at homogeneity. A particle siye regulation 
is cirriod out in the mesh of a 500-micromcter opening after that, and it considers as granular 
piutnujccirioal nrepanjMon aiKi is optimum dose t'**'*-'^ * about Asparfuine and nugncbiam 
alunimotnctasdicate {They are the amount of coverifiL, of 25 ^^elghl sections, and particle diametir :o 
she i;iai\uiauion object 100 uc:ght .st,ction (.*% 850 micrometers oi moic. <md Vi'^i- 500 miciometers m 
more vUiJ ]"o 75 micrometers or less, mean-particle-dianjeter =260miti>>rr'eter) 
[00331 

[ i he exampie 4 oi a eompaiisun] The hydrochlorie-acid ceftizoxime ARAPIBOKISi IIRU 30 ^\ eight 
section, tlie precipitated-caL-.um-carhonate 30 weight section, and the crystalline cellulose 40 weight 
hcciion were mixed, the after | granulation J particle si'/e regulation was Ccirded out \Aith the dn' type 
granulating machme, ^nd it eonsidctcd as the granulatio'H .>b-cct a nait Je di M-o^cf shout 200 
micrometers. 20 weiyhi secikfus covcimg of iic nieih^icno oh J'.do s^Lsim - ^ i ^ ,n ii:ndencd oii 

(melting fojjn M iSd deg?ees C) 'was catriod out witlt the tluid bed gianulating siiaehine tPowrex Make, 
tiade name S TR! A-] \ \o diis gnimdation object 80 weight section, A particle si-£e regulation is carried 
out in the mesii ni a 5i)0-nucronete'- opening alter that, and it considers as granular pharmaceutical 
pjcparalion. and is optimum dose about Aspartatne and maunesium aluminometaHlicafe ( ( ne> 

iue the amount of covering or25 weight wcaon^,, au'l parti Je d.^-aneic! to fhe "i.iniikition ^^ti lOO 
weight .section 0% f>50 micrometers or more, and ir-c dO') micromeieis \n nioie, and I'a> 75 miciuuietcri? 
or less, mean-panicle-diameter =240tmcrometer) 
1003 M 

[The cxatnple 5 of a coniparison] The hydroclilonc-acid cefiizoxinie ARAPIBOKISHIRU 30 weight 
pection, the preeip ttatcd-calciura-carfoonate 30 weight section, and the ciystaiUne cellulose 40 weight 
section were mi\eJ the after [ granulation ] particle size regulation was carried out with the dry type 
gtaui.d ifin> .-nacKm!. and n corsid^Tcd as the granulation object with a particle diameter ol about 20U 
n.H i.>P5cius -(> Lt St ( (tons erveringoftheetlianol solution of the cth}i celhilcKsc whieh is a waler- 
KLsoiublc ruilure giant molecule was earned out with the iluid bed granulating maehmc lo thus 
gnniila'KM-* object 80 weight section. A panicle size regulation is carried out m the mesh of a 500- 
m:cK>metei opening after that, and it considers as granular phannaceuiical preparation, and ks optutuim 
do,sc about Aspartame and magnesium aluminomclasiiicata (They are the amount o( eo\eriiip ot 

35 weight sections, and particle diameter to the granulation object 1 00 w^eighi section 0-^^. K50 
micrometers or more, and 0% 500 micrometers or more, and 4% 75 micromefers oi les>, mean-prtri5e!c- 
dia me ler ^==^220m ic rometer) 

I i he e.vampie {^ <>} coinpatispj^] I he iiydioehione-aeid ceftizo\ime ARAFIBOKIS! ilRl ' 30 weight 
section, tlie piccipn i!t ( c xK lum-L iibonate 30 weight i^ection* and the crystaliirve cellulose 40 weight 
section were mi^.eo. fhc ajier [ gKaiulation | p;«ticle si/e regulation was carried out with the dn- tvpe 
graniiiating maii^ne, and it considered as the granula>\ n i b c J v -th a parlieio diameie: (.^''abJut 20{i 
mietomttois It heat-tieateL^ :il about '>5 dcgjces C, h, \ t > d '\ o castor bean hardened~cil (r.ieitmg 
pomt ofHb de;^iees L ) 2ii \veigh! section lo this gtanuaL ,vt cc" 80 weiglit section, and ini\ir.g slo\Ch 
bs ilie a' i . ti'>n uiaiui'ai on in a plane, and coohng processing > t. n^Kd uut b^ i. kuiL on* honi ai 
.■jtdtioti gidiir'ation .n a pL'he, ann canymg out room temperature negle».t alter i.heLkinp VvJ melan^^ 
u, s .\uned out enough and tht gianulation object has adhered at homogeneity, Furdierniore, 10 weight 
seetfops co\t !fnn oi tat ethaiud ^;olutJon of the ethj I ccliulost; which is a watci-msttmnie oatiirt guu't 
moicLulL e.tM't. J otu wiih the (luid bed granulating machine to thi.s t»ranulation objeLt weignt 
ficeiion cohered once A p<niKie m/^ r,'un'a-*ior .\t-'i;U o-.t m me:>h of a 50t>-i):nLtonieter opening 
after thai, and it cojsideis as gra i ifu ;-''\i :raccirK. . ricr'ia c^^ and is optimum dose * about"^ 
\spanante and maunc^umi ahm momeiasiUtaie {ihc^ aie the amount vlco\ eiuig oi the about 3^) 
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vveighi scciion. and particle diameter lo the granulaiioPi object lUO weight section 0% 850 miorometers 
or luore. and 1% 500 micrometers or more, and 3% 75 micrometers or less, mean-parliclc-diamcter 

=280fnfcrt:)meter) 
{00361 

[ riiLj cx.iDip'c " oi li comparison] 1 he hydrochlorie-acid ceftizoxinie ARAPIBOKJSHIRU 30 weight 
section, ihc jMecijiitiitod-caicium-carbofiEJtc 30 weight section, and the crystalh'nc cclhiiosc J.0 weight 
j^cciion were mix(,-d. the after [ gramilulion ] particle size regulation was carried out with the dr\- type 
jjranukuing nmcinno. and it ciinsidered a? the granukuU'n object \siii3 a paUicle diameter of aKnit 200 
inicrumetert.. It lieai-treated at al'-uut 95 degrees C, having added the castor bean liardcned-oii {inching 
point of 8{'> de^irces (') 20 wciyht section to this gratiulaiion object W weight section, and mixmg slowly 
by the agitation grauiiUuion in a plane, and cooling processing was carried out by taking out fiom an 
agitation gicmulation in a plane, and carrying out room temperature neglect after checking that melting 
was carried oue enoiigli and the granulation object has adhered at homogeneity. Furthermore, it heat- 
treated at about 95 degrees C, mixing slowly castor bean hardened oil (melting point of 86 degrees C) to 
this granulation object 80 weight section co\ ere(; ."ice ""^ v-cirL^ st-ciion.s, in addition the agitation 
granuUilion in a plane, and cooling processing u:;.- c;.ni.\i :■[■: taking out irom an agilatioit 
granulation in a plane, and carrying out room temperature neglect after cheeking thai mehmg was 
carried oat enough and tlie granulation object has adhes^d at homogeneity, A particle size regulation is 
carried out in the mesh ofa 500-micromeier opening afler that, and it considers as granular 
ph ■^trnaccutica! pif naratioii, and is optivnun! dose •**-+**'^ :>houf Aspaname and magnesium 
alt!int.u>!i)c '.lu aic ( ! Iic\ .ue the anii^uin i^ovciuvj o 5''> \%o.j>]it sections, and particle diameter to 
Uk "ja'uilatuMt i.>l)|ca KKj \sv,iL:lu seeiion 0"o ^^50 m^cu-uiLioh- oi more, and 1% 500 micrometers or 
rnou.. <^n^^ 4''0 /5 nnctometctrs tir less, niean-paiticlc-diamctor =Mi)niicromeler) 

iooy/j 

! 'I he example 8 of a cojupanson j Vhe nii Inacjpran hytiivchloride 30 weight section tuid the cr) stalliue 
ceilulosse 70 weight section were mixed, the after f granulation ] particle smc regulation vvas carried out 
w iih. the diy t> pe granukiting machine, and it considered as the granulation object with & particle 
Ji;nTieier ofahout ion niicK^metcrs, fhc approach of subsequent coxering is optimum dose 
ihcui! \spart<iiiu; .il'c! u.iti) 'iig out like the example 1 ofu con^parison. causing out a particle nizc 
regij[.Uion in tiie mcsf, ol a 500~micromcter opening and considering as yranulai pharmaceutical 
prtpanujon, magnesium almninomctasilioaic, and citric-acid 3 sodium, (the granulation object iOO 
\se)!.'hi seciion - recei\ ing - the amount of covering of 25 weight sections. 0% of particle diameter of 
sS50 nncrometcrs or more and 0% 500 micrometers or more, and 1% 75 micrometers or less, and niean- 
i\tftick diameter =230micrometer) 
i0038| 

^ I he example 9 of a ctinipaiisr;,? ph, <i i> :,, >p ',\ ,^ > ^. ^xunhi <n.\tion .-■nd the cnstaiiine 
cellulose 70 weight section weic !j-..\cJ, ihc .-.ki _i. <.d )>i | particle m/o rcgulavit^r v\as cairied oin 
\silh the diy type granulating niaclune, and it consideted as the granulation object with a parucle 
diameter of about 200 micrometers. The approach of .subsequent covering is optimum dose ****** 
aboiit .Aspartame after carrying out like the example 4 of a comparison, carrying out a panicle size 
regulation intlu- mcshol'a fOn-nucroincic- opesi'ng and considering as granulai pharmaceutical 
pvparaiion. mat^nc^aim alu.iiun(.)uiet im 'c vl. ,iro ^I'j c-?ci>' - ^odium (d e gianuk-aion obi>.ct tOO 
ucight section — tccci^'ing - the ainuuni of cu\ering of 25 weight secucms. O/o of particle duimetci o! 
B5u nuc-'Mnelers or more and 0% 500 micrometers or more, and 5% 75 micrometers or less, and mean- 
pari ic !o- diameter "=230micromeler) 
[003Q1 

f fhe e.Kamplc 10 of a comparisc.n] I he rokitamycin 30 weight section and the crvstallmc cellulose 70 
^\eiL'h^ section wcic nnxed, the aiier [ granulation ] particle size regulation ^^as earned out with the lU^ 
no ^.janulat-ng machine uod " t^onside.ed at. the giaiuilation obicct wuh a pariKle dianietei ol about 
20f' micKimetci-, The -ippro.icli t>f nubsequent covering is optimum dose ''^ about Aspananse afier 
cati> m>.' out idvc the exainplc 1 of a comparison, canying out a particle si/e leguiatiun in the nvc\\\ o! a 
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5{)0-nL'cro-TicicT uponiiig an J cuiihiJcnnti as uranuiar phrsraceiuical piopjniiion, numuL'smni 
alujiiinoDK-lasilicatc. and citric-acid 3 .^<xiiuii). ( arc iiv.' aru>tnl ofc^'ViTin^i: or25 wcit^lit .^cctioni, 
iA\d panicle diamett: to lac L'ranuiatmn object iOn o.^ii' s,^, i o% iJ50 niicionicters Oi nunw and (I'-'o 
5i)r mscioractcns hjoij. and i% 75 micrometers or less, mciuvparticie-dianicter ■■ilOmicnjnifteri 

10040! 

j \ be e vaniple 1 1 of a comparison] Tliy rokitamjcin 30 weight seciion and tlie crystalline cellulose 70 
wci^iii >^t.'i.tio:i were niixcJ, the after f gianuiation J particle size rtjgulation was carried out with tht- dr\ 
tvpe grauri xim^ Miacjinie and ti coin.tierod a.-, the granulaiuui object wnh a particle dsan\eicr ni\ihoir 
?0(i Hilt rrnieier^ I he apuroacii oi Mib>equcui covering js optiraum dose * ' about A-^partanie alter 
<. itn' oMt like !hc c\ample 4 ofa eonipari6on. cairying out a particle iize rej^ulaiiou in the metjh ol'a 
A)''^ fiiicsomeici ^■pening and considering as gianular phamiaceuticai preparation, magnesium 
aiunini'^jnL lasiheato. and citric-ucid 3 sodimn, (They are the amount of covering of 25 weight .sectioii:^, 
and panicle diameter to tlit; granulation object 1 00 weight section 0% 850 micrometers or iiiorc, and 0% 
500 micronieiers or more, and 5% 75 micrometers or less, rnean-pdrticle-diametcr =2l0niicronieter) 
[0041] 

I RiL. example 1 ul <i tiiall ! had ii^e lie.-J:.) aej'is i k uaK o ,m -m.^uU's pharmaceutical piepardtioii 
maTiuiactiJied in exanlplo^ 1-11 and the Lxannxc.s ' -11 of ^^\-'\K,man m opening (on a tongtic). and 
organ ic~fune lions e\ auuUion 20 - 30 seconds ai-.ej \\ a^ pei rl.nned {astole:>s [ to the tasto j aslhe 
approach of e\aiu:itiun - it divides mto ijve step^ ^uj, sshich sense bitteniess small, (2> which sense 
the tiitterncss ofoKtcnt which is m)t sensed as dysphoria, (3) uhich sense the bitterness of extent sensed 
a,s dysphoria, and (4) it is sensed that are very bitter), and smooth to a rough deposit it divided into 
fA\o rftepp ((0). and rougli ( \ )). and the sum total of evaluation of Ovc persons compared. 
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1 0043 i Conscquenily. the following thing becaffie clears 

1 ) The examples 1 -7 of the rnaikiiig etTect oflhe taste are clearly higher than one to examples i -7 and 
example of comparkoii 7 companson. 

2) he exjippL- 1 j'iho .naskmy elTect oftae ta^te is l!< ,5iK hi^lic! than the comparison orcxampies 8 
and iho o\ami)ies H and 9 of a comparison. 

3) [he exanipie ^ { tJic niaskriii ciieci of {he taste is cleaii\ higher than the comparisoi: of examples lU 
and i ] and the exam ples 10 and ! 1 of a comparison,. 

4) \Mien the aniounl ol*cc)\ering of the example f an example and ] of a comparison increases, they have 
the inclination for a masking effect to increase, 

5) Although exajnples K 2, 4, and 5 had few amounts of covoitng compared with the example 7 of a 
companson. it5 1 a ^king effect of the taste was re narkabh high 

'sS) \n o\ampk ant' the e\jmp!e of » comparison tend to be rough when the amount of covering 

7 J 'viom ihe compatustm of an cxamj Ic 1 and an example 5, theie is an inchnalion which k rough if a 
noih IS not bet. 

8) What was covered with the fluid bed tetids to be roiigh from the examples 4. 5, 6. 8. and 1 1 of a 

companson,. . 
r0()44] 

1 1 ne example J of a malj h is J^^paiicso phai.nacC'-.-'e.a Uc le^-a iest i^ocediircs about the granular 
i. haimat,jutica[ ptcpafat'^Mi mamifaciuicd ,n examnkt> 1-7 and the examples 1-7 ofa conipatison. 
:>!;-,sti|athin test i 1 (. latc ol elut!<ij! \shen fteJing the duig of lOOmg considerable amount into the buffer 
v.lniKv I ( ft being 37 degrecH C whenever \ pH 1 .2 / about / and solution temperature j w nh tlie liquid 
winch melted diiine-h\ drochloric-acid 24,0mL and water to 2.0g of sodium chlouJ...^, and \u\s set to 
' OOOnd (s)) nrt)0OmL?t;> aectrdins; to the 2nd law (a paddle nethod, paddle rotational frequency 50 
iotaiion) vsa.> measured till alter { an u 'cction ) 60 mimitcs. 

jOiM'^' Li./rtsi-quLnih . f^O^'v i. r more o) u-te oi elution has elation in 30 minutes early from drawing I 
o\copi exanrpl' 3 and example of companson 2. 
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100461 l-roni the result of tlie examples 1 and 2 of an experinienU by using for order with the high 
raeliing point iwt^ or more kinds of support whose melting points are 40 degrees C - 90 degrees C. the 
miisking e(ilx.i of rhe taste increases and it is guessed by controlling the addition that the rate of elution 

is also coiiirollabie. 
f0047j 

[Effect of the invention] In order that the granular covering pharmaceutical preparation of this invention 
may co'.er two or more kinds of support, masking eiTect sufficient with a liulc addition is acquired. 
iViorfover. the ekuion nature in extent (is it t^iade nia.sldng after suspension for how many hours?) and 
ahinentary canal oi" masking can be adjusted by adjusting the class, the ratio, and the amount of covering 
of the supp>Mt io VOW'S, Theiefore, it can lespond £o various pharmaceutical preparation, Nuch .l-> i.U\- 
syrupK. pow JtK and a gtaimie. and die optima! particle diameter, coating thickness, etc tan be eht-boa 
and controlled. Moreover, in order not to use an organic solvent since the covering approach is also 
ea.sy, industrialization is easy [ it is safe and environment-friendly, and J, 



[1 ranslation done.] 
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* NorrcEs * 

JPO and IITPTT sr-^ not r&sponr.ihle for any 
dc!.magea caused by ths use of this translation, 

1 . This document has been translated by comptiter. So the translatioii may iicM teflect the o^^ 
preciseiy, 

2. **** shows the word which can not be iransiated. 
3. In thi- drawings, any words are not translated. 
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IDiiiwirtL! 1 j I he rate of ciuiion ofiiie drugs by the example 2 of a trial is shown. 



I Translation done.] 
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" NO IK F 

TPO H^ij lur-ll ait. not re^pui^i-Able. Tor any 
danageb caused by the use oC t.his hranslafcion, 

1 This docHmet^t has been translated by computei So the traiislatlmiiMy not re^^^^ 
precl^e^^ . 

2 ^n.nN'v xhc rd vvIulK can not be iraTJsialed. 
' !ntht Jijuiny-.. ^nix woicls aic uoi translated 
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